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DETAILED ACTION 

Applicants' arguments, filed July 16, 2008, have been fully considered but they 
are not deemed to be fully persuasive. The following rejections and/or objections 
constitute the complete set presently being applied to the instant application. 

Response to Rule 1.132 Declaration 

1. The declaration under 37 CFR 1 .132 filed July 16, 2008 is insufficient to 
overcome the rejection of claims 10-14 under 35 U.S.C. 103(a) based upon Masahiko 
Akita (Acta med Okayama 1993) in view of Lopes de Faria et al. (Acta Opthalmol Scand 
1999) as set forth in the last Office action because: it is not a comparison with the 
closest prior art and the declaration is not commensurate in scope with the claims. The 
declaration presents results of treatment of streptozotocin (STZ) induced diabetic crab 
eating monkeys following retinal ischemia caused by an increase in intraocular pressure 
with either epalrestat or SNK-860, the compound of claim 12. The claims of the instant 
invention are drawn to any mammal. The results presented in Mashiko Akita are in a rat 
model in which diabetes was also induced using STZ and treated with SNK-860 but no 
increase in intraocular pressure was performed. These arguments will be furthered 
developed below in discussing the contents of the declaration as well as Applicants 
arguments in regards to the rejection under 35 U.S.C. 103. 
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Claim Rejections - 35 USC § 103 



2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

3. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 



4. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 
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5. Claims 10 - 14 were rejected under 35 U.S.C. 103(a) as being unpatentable over 
Masahiko Akita (Acta med Okayama 1993) in view of Lopes de Faria et al. (Acta 
Opthalmol Scand 1999). This rejection is MAINTAINED for the reasons of record set 
forth in the Office Action mailed March 18, 2008 and those set forth below. 

Applicants traverse this rejection on the basis that there are two different forms of 
macular edema - diffuse and focal. These two forms are different from each other 
pathologically, therapeutically and in view of the risk factors. The primary reference, 
Akita, in which STZ-induced diabetes in rats were administered SNK-860 showed the 
development of microaneurysms, indicating that these mice developed focal macular 
edema and not the diffuse form. The secondary reference, Lopes de Faria, describes 
that focal and diffuse edema are different and that treatments such as laser 
photocoagulation is less efficient for diffuse macular edema in comparison to focal 
edema, indicating that each edema has different etiologies. Retinopathy is understood 
to be different from maculopathy (macular edema) histogenetically and functional. Thus, 
macular edema is not retinopathy so that medical agents for diabetic retinopathy are 
different from those for diabetic maculopathy. The applicants used an ischemia- 
reperfusion induced injury model in rats and monkeys as experimental models, which 
caused an inflammatory reaction in the eye closely related to diffuse edema . As the art 
express considerable skepticism that aldose reductase inhibitors were effective just in 
experimental animal model of DR but the efficacy was not observed in DR of clinical 
trials, one skilled in the art could not have predicted that SNK-860 inhibited the diffuse 
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macular edema. Also submitted is additional evidence from STZ induced diabetic crab 
eating monkeys with increased ocular pressure. 

These arguments are not found to be persuasive. The claims are not limited to a 
particular kind of macular edema, either diffuse or focal, and as indicated by Applicant 
on p 1 , U 3, maculopathy includes macular edema, ischemic maculopathy, retinal 
pigment epitheliopathy and macular traction. Maculopathy is defined as any pathological 
condition or disease of the macula, the small spot in the retina where vision is keenest 
and can also be called macular retinopathy (maculopathy definition from 
medicinenet.com, accessed 9/2/08). Applicants have not presented the results of 
experiments in which the increased intraocular pressure step was not carried out but 
diabetes was induced by the administration of STZ to the test subjects as was done in 
Akito et al. 

The claims are not limited only to humans but only to "mammals", which 
encompasses rats. Therefore, whether the treatment is effective in an experimental 
animal model but not in clinical trials is not relevant. The clinical trials which applicant 
report in monkeys could be considered by some to be an experimental animal model 
and not a trial of the medicine humans with diabetes. The experiments in Akito were 
carried out in rats in which diabetes was induced by STZ, identical to the method used 
by Applicant to cause diabetes in the test subjects although an increase in intraocular 
pressure sufficient to cause ischemia was not carried out. Akito et al. states that 
microaneurysms occurred in STZ-diabetic rats but not in the SNK-860 treated diabetic 
rats or controls so SNK-860 is effective in the treatment of focal macular edema. As 
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shown in figures 2 and 3 of Akita et al., the morphology of the retina in controls and 
SNK-860 treated STZ-diabetic rats are almost identical. Given the evidence of Akita et 
al. as to the almost normal structure of the retina that is caused by SNK-860, the 
compound claimed by Applicant, it is the position of the Examiner that one of ordinary 
skill in the art at the time of the instant invention would have known and appreciated that 
SNK-860 can be used in the treatment of pathologic conditions of the macula in 
mammals suffering from diabetes. Therefore, this rejection is MAINTAINED. 



Specification 



6. The disclosure is objected to because of the following informalities: on p 1 7, If 3 
of the amended specification, an apparent typographical error is present in the line "is 
considered difficult tot reat." 

Appropriate correction is required. 



Conclusion 



7. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See M PEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nissa M. Westerberg whose telephone number is 
(571)270-3532. The examiner can normally be reached on M - F, 8:00 a.m. - 4 p.m. ET. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
NMW 



